Thalidomide is a recognized treatment of Behçet's disease. Low-dose thalidomide seems to be effective in the treatment of orogenital ulcers and is potentially safer with a lower incidence of adverse effects than higher doses. We wish to report a case of Behçet's disease in a 33-year-old woman who responded well to thalidomide 50 mg 2 to 4 times per week. Her disease manifestations (severe orogenital ulceration, pseudofolliculitis, mild thrombophlebitis, positive pathergy response, and fatigue) were previously resistant to courses of prednisone, dapsone, colchicine, various types of mouthwash, and topical steroid preparations. She also gave a history of complex regional pain syndrome type I (CRPS 1) over her left patella (severe pain, intermittent edema, hyperalgesia, allodynia, cold skin, and loss of movement) after a fall onto her left knee 6 years previously. This had only partially responded to a variety of treatment modalities.
A 33-year-old Caucasian housewife of Scottish descent presented with a 2-year history of recurrent, painful oral ulcers, occurring in crops lasting 1 to 3 weeks. She had been treated with various mouthwashes, including triamcinolone in orabase, by an oral surgeon for 2 years. A gynaecologist had been treating her recurrent vulval and vaginal ulcers for 4 years, which were diagnosed as inflammatory and not infective ulcers. A dermatologist had been seeing her for a year for pseudofolliculitis, 2 episodes of mild thrombophlebitis, and a positive pathergy phenomenon had been observed after venepuncture and intravenous cannulae insertion.
She had been classified as having Behçet's disease because of recurrent oral ulceration, recurrent genital ulceration, skin lesions, positive pathergy tests and having met all the diagnostic (classification) criteria set by the International Study Group 1 except for eye lesions. Her past medical history included a diagnosis of reflex sympathetic dystrophy, now called complex regional pain syndrome type I (CRPS 1) in her left patella 6 years previously. After a minor fall onto her left knee, she developed severe pain, intermittent edema, allodynia, dysesthesia, hyperpathia, and loss of movement in her left knee. She had been treated by the pain clinic in 2 centers with sympathetic nerve blocks, therapeutic epidural block, intravenous pamidronate, self hypnosis, physiotherapy (gait retraining, hydrotherapy, transcutaneous nerve stimula-tion, pressure distraction technique, laser acupuncture, ultrasound and exercises) and a 6-week outpatient pain management program with partial response (pain score going from 7 of 10 to 5 of 10 on a numerical rating scale).
She had a history of treated anal fissure. Colonoscopy and gastroscopy performed by a gastroenterologist were normal, thus excluding inflammatory bowel disease.
Her main complaints were severe recurrent orogenital ulceration, and previous systemic treatments included a 6-month course of dapsone 50 mg daily, 2 3-week courses of prednisone starting at 30 mg once daily, and colchicine 0.6 mg twice daily. These therapies resulted in some partial improvement initially but the benefit was not sustained. Aspirin 100 mg once daily was started after her second episode of thrombophlebitis.
Soon after her first visit at the rheumatology clinic, she started her second pregnancy. Her orogenital ulcers improved significantly during the first and second trimesters, but started to recur during her third trimester. She underwent a tubal ligation 2 months after her second and normal pregnancy.
After a normal set of nerve conduction studies, she commenced thalidomide 100 mg twice weekly. Within a month, her orogenital ulcers had disappeared and not recurred. She also noticed an unexpected gradual improvement in the pain at her left patella, and after 4 months of thalidomide treatment, the pain score in her left knee was 0 of 10. The constant cold feeling, dysesthesia, allodynia, and hyperpathia over her left patella had disappeared.
Unfortunately, our patient started to develop paresthesia in her left hand and forearm after 6 months of treatment. We stopped her thalidomide temporarily because of persistent paresthesia. Interestingly, within a short time of stopping thalidomide (1 to 2 weeks) her orogenital ulcers started to recur, and she started to notice an ache in her left patella. During this time, she was given a combination of colchicine and pentoxifylline, but she was unable to tolerate pentoxifylline because of gastrointestinal adverse effects. When her nerve conduction studies were performed towards the end of August 2002, they were still normal. We therefore restarted her on low dose thalidomide between 100 and 400 mg weekly, depending on her symptoms. Her orogenital ulcers disappeared promptly, and the ache in her left patella also disappeared upon restarting thalidomide.
DISCUSSION
Denman and colleagues 2 used 50 mg of thalidomide 3 nights weekly in a series of 43 patients with Behçet's disease and found this low dose effective in suppressing mucosal ulcers. It was well tolerated and did not cause neuropathy after a mean follow-up of 41 months. Two other studies 3,4 have found thalidomide 100 mg daily as effective as higher doses in the treatment of aphthosis. A fourth study 5 found the smallest dose of thalidomide needed to control the majority of orogenital ulcers was between 7 and 200 mg daily. Our patient found a total weekly thalidomide dose of 200 mg was sufficient in completely suppressing her orogenital ulcers. Despite this low dose, she started to experience paresthesia in her left forearm and hands after 6 months of treatment. A recent review 6 found thalidomide is used in a variety of inflammatory conditions. It has a number of immunomodulatory, antiinflammatory, and antiangiogenic mechanisms. Its efficacy in the treatment of Behçet's disease might be the result of its tumor necrosis factor-alpha (TNF-␣) inhibitory actions, and infliximab, a chimeric IgG1 monoclonal antibody directed against TNF-␣, has been used recently to treat a case of Behçet's syndrome, resulting in remission. 7 There is evidence that TNF-␣ is involved in the pathogenesis of CRPS 1, and thalidomide has been shown to block neuropathic pain in a rat model of chronic constriction injury of neuropathic pain. 8 reduce hyperalgesia in a mice model of painful neuropathy. 9 As far as we know, our patient is the first reported case of a patient with CRPS 1 who has been successfully treated with thalidomide. Thalidomide is relatively inexpensive compared with infliximab and etanercept, and our case suggests that a controlled study on the use of thalidomide in CRPS 1 is warranted.
